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Box No. I Basis of the report 



1 • S3 as ajsasB^uSBtt as - on *• imerna,ionai •«***> in ■» <w * «** „ was 

□ international search (under Rules 12.3 and 23.1(b)) 

□ publication of the international application (under Rule 12 4) 

U international preliminary examination (under Rules 55.2 and/br 55.3) 

report as 'orlgimllymed-andarenot^iSd^^r^ " r,Mcle afa Parted to /n fft/s 



Description, Pages 

2-24 

1 

Claims, Numbers 

1-10 



as originally filed 
filed with the demand 



as originally filed 



3. □ 



a sequence listing and/or any re.ated table(s) - see Supplemental Box Relating to Sequence Listing 



The amendments have resulted in the cancellation of: 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

P the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

Pad SbSS^ss; fe^^sss^ d to thi v eport - d ,is * d b *>™ 

Supplemental Box (Rule 70.2(c)) considered to go beyond the disclosure as filed, as indicated in the 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

* ■ If item 4 applies, some or all of these sheets may he marked "superseded. ■ 
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ap°pli^b!l'!ty Non - establishment °j °Pi"io" with rega rd to novelty, inventive step and industrial 

□ the entire international application, 
S claims Nos. 9 (Industrial Applicability) 
because: 

see separate sheet 

° ZT^^^^^fS^^^^'^ "*» Nos. are so unclear .. 
Q be (oS" da ' mS NOS - are S ° >"><»*"**» ^ported by the deecrtption fta. no meaningful opinion 

O no international search report has been established for the said claims Nos. 

° . OoTth^^&n^nSW^ liS " ng d06S !" "™* " ith < h ° ^ndard provKted for.ln Annex 



the written form 



the computer readable form 



□ has not been furnished 

□ does not comply with the standard 

□ has not been furnished 

□ does not comply with the standard 



□ See separate sheet for further details 
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Box No. V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

i. Statement 



Novelty (N) 


Yes: 


Claims 


1-10 




No: 


Claims 




Inventive step (IS) 


Yes: 


Claims 


1-9 




No: 


Claims 


10 


Industrial applicability (IA) 


Yes: 


Claims 


1-10 




No: 


Claims 





2. Citations and explanations (Rule 70.7): 
see separate sheet 



Box No. VIII Certain observations on the international application 



The following observations on the clarity of the claims, description, and drawings or on the question whethfer the 
claims are fully supported by the description, are made: ' 



see separate sheet 
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Re Item I 

Basis of the report 



International application No. 
PCT/EP2004/0067Q4 



Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

1 • Claim 9 relates to subject-matter considered by this Authority to be covered bv the 
prov.sions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with 
2t ^industrial applicability of the subject-matter of these claims (Article • 



Re Item V 

Reasoned statement with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement . 

1. Reference is made to the following documents: 



D1 

D2 



WO 02/10192 A (NOVARTIS ERFIND VERWALT GMBH ; ALBERT RAINER 
(CH); LEWIS IAN (CH); NOV) 7 February 2002 (2002-02-07) 
WO 97/01579 A (SANDOZ AG ; ALBERT RAINER (CH); LEWIS IAN (CH)- 
BAUER WILFRIED (CH); S) 1 6 January 1 997 (1 997-01 -1 6) 
D3: US-A-4 61 2 366 (NUTT RUTH F) 1 6 September 1 986 (1 986-09-1 6) 
D4: REUBI J C ET AL: "A new peptidic somatostatin agonist with high affinity to all 
five somatostatin receptors" EUROPEAN JOURNAL OF PHARMACOLOGY 
AMSTERDAM, NL, vol. 456, 2002, pages 45-49, XP002276363 ISSN: 0014- 
2099 

2 - Novelty and Inventive* <?to p (Artinle 33(?)(3) PHJ) 

2.1 The present application addresses pharmaceutical compositions for parenteral 
administration with somatostatin analogues comprising the amino acid sequence - 
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(D/L)Trp-Lys-X -X 2 - with the definitions of X, and X, as described in the application 
documents as filed and tartaric acid. «*pp»ca«on 

2.2 D1 discloses a compound (called compound A) differing only in the absolute 

conf.gurat.on at the a-carbon atom of the phenylglycine preceding to the Trp All - 
d.astereomers are contemplated and as well pharmaceutical compositions suitable 
for parentera. administration are described, but not with tartaric add. Present c^ms ■ 
1-9 are thus considered novel in view of D1 . The compound of present claim 10 TL 
explicitly disclosed although all diastereromeric species JcSS^Tdi This 
compound is therefore novel by selection. 

D2 addresses somatostatin peptides and pharmaceutical compositions in general 

r:rr as not been c,aims 1 - 9 ' 

D3 and D4 represent background art background art disclosing cyclic somatostatin 

pl«Z T n °' """"P— " b * ^ genera, formula mentioned aCe 
Parenteral adm,n,strat,on is contemplated in D3 (see example 9). No particular 
phamnaceutical compositions are mentioned. D4 addresses peptidic somatostatin 
agorasta w,th high affinity to all five somatostatin receptors. Th , peptWeTare 

££w and^ Th9ir r n,ial aPPliCa,i ° n ^ ^P^^Z arws 
agents. D3 and D4 are not pertinent of the subject-matter of present claims 1 to 1 0. 

D1 is regarded as representing the closest prior art. It discloses pharmaceutical 
composes comprising compounds which differ in the absolute configuration of the 
c£ atom of the phenylglycine and in the use of aspartate as a furthertagredient 

to .reaUnr a a ,° eUt,0a ' 00m , posi,ions are P-n.ere.ly to me recipLa tn order 

to treat inter alia acromegaly as well as tumours. 

a'nd 6 htSi^ 9 fea,UreS ,artrate (, ° r 1 »° 9) reSU " S ^d tolerableness 

The particular stereoisomeric form appears to have no particular effect in view of tha 
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The problem underlying the present application can be seen as to provide stable and 
highly tolerable formulations of compounds of the general formula I 
The c osest prior art D1 as well as D2 contemplate the parenteral application of cyclic 

CuTht a ?di s an ^ trSatment ° f thS Same diseases exceplion^ 

oT2n* T Se (PreS6nt daim 8) - N ° ne ° f thG dOCUments mentions the.prob.em of 
pain dunng ,.v or s.c. injection, neither is mentioned the lack of stability of 

pharmaceutical compositions comprising compounds of general formula I. , 

como^on" th hS t6ChniCal Pr ° b,em P ° Sed is the addjtion <* tartrate.to the injection -: 

l° S,t 1 SU9geSted SO,Uti ° n esSenUa "y corresponds to the features whch 
distinguish the.invention from the prior art ur«,wnicn 

The skilled person faced with the problem to be solved gets no :hints from the closest- 
prior art alone or in combination with D2 in order to come to the proposed 

Present claims 1-9 are therefore considered involving an inventive step. 

Claim 10 addresses a compound which is distinguished by the prior art documents 
only in the absolute configuration at C-atom 2. This new ^^m^^Zts 
in a different affinity to several hsst sub-types. . ran 9 ement re sults 

D1 is regards as the closest prior art too 

atom2° SeS C ° mPOUnd B Whi ° h 18 °° mPOUna A * the °PP° site configuration at C- 

The problem underlying the present application concerning the subject-matter of 
cla,m 10 ,s regarded as to provide further somatostatin analogue vl a modLd 
affinity pattern ti hsst sub-types. . WImamoamea 

D1 contemplates the change in the stereochemistry at C-atom 2 of compound A The 
change ,n affinities to the hsst sub-types could be expected, aithough Z exact 
aftarty pattern was no, derivable from the prior art. Nevertheless, the modSon a, 

th ^Zm T J , " n ° mal ex P erime "te«°n °< the skilled person and 
the result ,s not part,cularty surprising. The subject-matter of present claim 1 0 is 
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therefore regarded as lacking an. inventive step. 
2 -3 I ndustrial applicability (Article M(4 ) Pr.j 

The subject-matter of present claims 1 -8 and 1 0 appear to comply with the 
requirements of industrial applicability as stipulated in Article 33(4) PCT. ; - 

Re Item VHI 

Certain observations on the international application : 

1. Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background art- - 

disclosed in the document D1 is not mentioned in the description, nor is this- r ".' 
document identified therein. . ... . . 
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Pharmaceu tical Com prtsfflnn 



The present invention relates to parenteral pharmaceutical compositions comprising a 
somatostatin analogue and to novel somatostatin analogues. 
Somatostatin is a tetradecapeptide having the structure 

r ~ —i 

H-Ala^ly-Cys-Lys-Asn^he-Phe-Trp-Lys-Thr-Phe-Thr^er-Cys-OH 
1 2 3 4 5 6 7 8 9 10 .11 12 13 14 

• Since the isolation and characterization of somatostatin, an extensive search for more potent 
and more stable analogues has continued. 

■fc Somatostatin analogues have, been described e.g." in WO 97/0157.9. Said somatostatin 
•■• -analogues comprise the amino acid sequence of formula I 

-(D/L)Trp-Lys-X, -X 2 - , 
wherein X A is a radical of formula (a) or (b) 



NH j CO _ NH _^ co _ 
J-O-CH^ (a) 

CH 3 




wherein R, is optionally substituted phenyl, 
R 2 is -Zt-CHz-R,, -CH 2 -CO-0-CH 2 -R 1r 

wherein Z, is O or S, and 

X 2 is an a-amino acid having an aromatic residue on the C a side chain, or an amino acid unit 
selected from Dab, Opr. Dpm, His,(Bzl)HyPro, thienyi-Ala, cyclohexyl-Ala and t-buty.-Ala the 
res.due Lys of said sequence corresponding to the residue Lys* of the native somato- 
statin-14. 

By somatostatin analogue as used herein is meant a straight-chain or cyclic peptide derived 
from that of the naturally occurring somatostatin-14, comprising the sequence of formula I 
and wherein additionally one or more amino acid units have been omitted and/or replaced by 
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